into account possible confounding factors such as age at first intercourse and age at first pregnancy.
An association between increasing duration of OC use and risk of cervical cancer and carcinoma in situ was identified. No association was found with age at first OC use. Use of OC for less than 5 years was not associated with increased risk of cervical neoplasia. Women with a total of 5 to 9 years of OC use had almost three times the risk of cervical neoplasia (odds ratio 2.82, 95% CI 1. 46-5.42 ). Those women with more than 10 years of OC use had four times the risk of cervical neoplasia (odds ratio 4.03, 95% CI 2.09-7.79). The increased risk of cervical neoplasia appeared to persist for as long as 15 years after discontinuing OC. Use of OC itself did not appear to increase the chance of infection with HPV.
This study would appear to confirm a plausible association between OC and cervical cancer. Researchers focused on women deemed at high risk of developing cervical cancer because they were HPV-positive. These findings cannot therefore be explained away by higher risk sexual activity as has been done previously. It must be acknowledged, however, that there are a number of areas where bias may have been introduced. Recall bias is acknowledged in that women may not have accurately recalled previous use of hormonal contraceptive methods and some may have used progestogen-only methods. Only one HPV test was carried out, but persistence of HPV is thought to be an important factor in carcinogenesis. This study therefore could not distinguish those women who had only transient infection from those with persistent HPV. Although the findings are relevant for women in the developed world, most of the women in the study (apart from those from Spain) lived in countries in which there are no national cervical screening programmes. This study serves to underline the importance of attending for regular cervical screening smears. In this context, these findings need not affect women's contraceptive or reproductive choices. In discussion with women in the UK, it is important to stress the much lower rates of cervical cancer here, in addition to the many benefits of OC use and attending for routine cervical screening. This second paper looked at parity acting as a cofactor, with oncogenic strains of human papilloma virus (HPV), to cause neoplasia of the cervix.
The authors report a direct association between the number of full-term pregnancies and squamous cell cancer risk. A full-term pregnancy was defined as any pregnancy beyond 28 weeks gestation, regardless of outcome. Women with seven or more full-term pregnancies were almost four times more likely to develop squamous carcinoma or carcinoma in situ (odds ratio 3.8 95% CI 2.66-5.48) than nulliparous women, and were twice as likely to develop squamous carcinoma or carcinoma in situ (OR 2.3, 95% CI 1.6-3.2) than women who had only one or two term pregnancies. No significant association was found between risk of adenocarcinoma or adenosquamous carcinoma and number of pregnancies. Age at first pregnancy was also significant in that women with seven or more term pregnancies, who were younger than 17 years at first pregnancy, had a four-fold increase risk of cervical cancer as compared with women who had one or two term pregnancies and were older than 21 years at first confinement. The results suggest parity could act synergistically with other factors such as HPV to increase the risk of cervical cancer. There were very small numbers of caesarean section deliveries in the study populations and a protective effect of abdominal delivery over vaginal delivery could not be demonstrated. Several term pregnancies over a short time may be associated with increased risk of neoplasia. However, this study found no evidence to support this hypothesis. It is interesting to note that only pregnancies beyond 28 weeks were associated with an increased risk. The authors suggest that events in the second and third trimesters or related to delivery could be relevant. One possibility is that the increased levels of oestrogen and progesterone cause cervical ectropion and squamous metaplasia, which could render the cervix more susceptible to the oncogenic effects of HPV. Abortion seemed to be neutral or inversely associated with squamous carcinoma, although a genuine history of induced abortion can be hard to elicit and this result must be interpreted cautiously. This was a small study was carried out in 83 women aged between 18 and 40 years. The study was open and non-randomised because women had very strong preferences for postnatal contraception and were allowed to choose their preferred method. The study was described as group-comparative: women were included into two groups, either using 75 µg desogestrel-only progestogen pill or a copper intrauterine contraceptive device (IUD). The researchers aimed to look at the quantity and quality of breast milk in these two groups of women. In a small subset of women they also looked at the levels of etonorgestrel (the active metabolite of desogestrel) in breast milk and maternal serum. In addition researchers assessed infant growth and wellbeing until the age of 30 months. Women were included if they were fully breastfeeding (supplement feeds less than twice a week) and had a pre-pregnancy weight between 80% and 130% of ideal weight. All women had given birth to a healthy infant at a gestational age of 259-294 days weighing between the 10th and 90th centiles. A power calculation estimated that a sample size of 40 women in each group, desogestrel or IUD, was estimated to be able to identify a difference of 10% between treatment groups. During the study the observed drop-out rates were lower than the 25% expected. Five women withdrew from the desogestrel group due to headaches and vomiting, diminished lactation, mood changes, bleeding irregularity, or perceived increased sweating of the infant. One woman discontinued IUD use due to mild endometritis. The other nine
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The pill, parity and cervical cancer risk Two papers carried out by the International Agency for Research on Cancer (IARC) were published recently in The Lancet (2002) . They aimed to investigate evidence of a link between long-term oral contraception (OC), increasing parity, human papilloma virus (HPV) and cervical cancer. These important papers address the growing suspicion that reproductive factors such as parity and contraception may affect the risk of cervical cancer. Certainly this is biologically plausible, since both pregnancy and combined oral contraception maintain the transformation zone on the ectocervix where it is exposed to co-factors such as HPV. Previous publications suggesting a link have been unable to exclude confounding factors such as sexual behaviour.
IARC pooled analysis of 10 case-control studies. These studies were performed in underdeveloped countries with high-risk populations for cervical cancer such as Morocco, Brazil, Peru, Paraguay and Colombia; with intermediate-risk populations such as Thailand and the Philippines; and low-risk populations such as Spain. The original case-control studies compared histologically verified cases of invasive cervical cancer and carcinoma in situ, with age-matched control women drawn largely from hospital populations. HPV was found in 1465/1561 women (94%) with invasive squamous cell cancer, 211/292 women (72%) with in situ cancer, 124/135 women (92%) with adenocarcinoma or adenosquamous carcinoma and 225/1916 (13%) control women. Statistical analysis was performed using unconditional logistic regression models and associations of exposures were assessed with likelihood ratios. Variables such as sociodemographic factors, sexual history, contraceptive use, smoking, lifetime history of cervical screening, history of sexually transmitted infection, and detailed obstetric history were ascertained by trained interviewers using a standardised questionnaire. This first paper aimed to investigate evidence of a link between cervical cancer, human papilloma virus (HPV) and long-term oral contraception (OC). Women were tested for presence of HPV DNA in cervical smears. HPV infection is now accepted as an important factor in the aetiology of cervical cancer. These papers therefore restrict their analyses to women who tested positive for HPV. A total of 1676 cases were included. Including HPV-negative women, who are essentially not at risk of cervical cancer, would have reduced the chances of detecting any genuine link between cervical cancer and OC use. There were only 255 controls, leaving the study vulnerable to selection bias. Around 90% of the HPV-positive women had high-risk HPV types. Restricting analysis to these women did not significantly alter the findings. Both squamous cervical cancer and carcinoma in situ were considered. Researchers analysed data using complex statistical models aimed at taking
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